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VERSION WITH MARKINGS TO SHOW CHANGES MADE 

(Response to File the Notice of Missing Parts) 

The paragraph beginning at line 22 on page 19 has been amended as follows: 

- - Figure 1 1 [(A)] provides examples of non-native amino acids with reporter 
properties, [Figure 11(B) shows] illustrates participation of a reporter in protein 
synthesis, and [Figure 1 1(C) shows] illustrates synthesis of a reporter.- - 



The paragraph beginning at line 14 on page 51 has been amended as follows: 

- - The chemical synthesis of a reporter can be based on the linkage of a chemical 
moiety or a molecular component having reporter properties with a native amino acid 
residue. There are many fluorescent molecules which are sensitive to their 
environment and undergo a change in the wavelength of emitted light and yield of 
fluorescence. When these chemical moieties, coupled to amino acids, are incorporated 
into the synthesized protein, their environments are altered because of a difference 
between the bulk aqueous medium and the interior of a protein which can causes 
reduced accessibility to water, exposure to charged ionic groups, reduced mobility, and 
altered dielectric constant of the surrounding medium. Two such examples are shown 
in Figure 11 [A].- - 

The paragraph beginning at line 14 on page 52, has been amended as follows: 

A second example of a reporter is a marker based on coumarin such as 6,7-(4', 5'- 
prolino)coumarin. This compound can be chemically synthesized by coupling a 
fluorophore like coumarin with an amino-acid structural element in such a way that the 
fluorophore would alter its emission or absorption properties after forming a peptide 
linkage (Figure 1 1 [B]). For example, a proline ring containing secondary amino 
functions will participate in peptide bond formation similar to a normal primary amino 
group. Changes in fluorescence occur due to the co-planarity of the newly formed 
peptide group in relation to the existing fluorophore. This increases 
conjugation/delocalization due to the 7t-electrons of nitrogen-lone pair and carbonyl- 
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group in the peptide bond. Synthesis of such compounds is based on coumarin 
synthesis using ethylacetoacetate (Figure 1 1 [C]). 



